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ABSTRACT

COVID-19 pandemic challenges health system capacities
in many countries. National healthcare services have to
manage unexpected shortage of healthcare resources
that have to be reallocated according to the principles

of fair and ethical prioritisation, in order to maintain the
highest levels of care to all patients, ensure the safety of
patients and healthcare workers and save as many lives
as possible. Beyond that, cancer care services have to
pursue restructuring, following the same evidence-based
dispositions. In this article, we propose guidance to the
management of colorectal cancer during the pandemic,
prioritised according to a three-tiered framework, based
on expert clinical judgement and magnitude of benefit
expected from specific interventions. Since the availability
of resources for diagnostic procedures, surgery and
postoperative care, systemic therapy and radiotherapy
may differ, authors did separate prioritisation analyses. The
impact of postponing or abrogating cancer interventions
on outcomes according to a high, medium or low priority
scale, is outlined and discussed. The implementation

of healthcare services using telemedicine is explored:

it reveals itself as functional and effective for limiting
patients’ need to travel to centres and thereby has the
potential to reduce diffusion of severe acute respiratory
syndrome coronavirus 2. Colorectal cancer demands a
considerable amount of medical resources. Therefore, the
redefinition of its diagnostic and therapeutic algorithms
with a rigorous method is crucial in order to ensure the
highest quality of continuum of care in the broader context
of the pandemic and the challenged healthcare systems.

INTRODUCTION

COVID-19 is caused by severe acute respira-
tory syndrome coronavirus 2 (SARS-CoV-2).
The novel virus was first identified in a cluster
of patients with atypical pneumoniain Wuhan,
China, in December 2019.! COVID-19 is asso-
ciated with presentations ranging from asymp-
tomatic infections to severe viral pneumonia,
acute respiratory distress syndrome, multio-
rgan failure and death.” As of 5 May 2020, a
total of 3517 345 confirmed cases and 243401
confirmed deaths have been reported across
>150 countries.” With such high numbers of
critically ill patients and rapidly increasing
numbers of newly diagnosed patients,

,'? Sebastian Stintzing

,® George Pentheroudakis,*

hospitals throughout the world have been
overwhelmed, thus posing an unprecedented
challenge to healthcare systems. Indeed, this
has required a rapid development of reliable
and evidence-informed recommendations
for the priority setting of healthcare services.
Furthermore, it has led to an urgent iden-
tification of non-COVID health priorities.*
So far, we know that individuals =60 years of
age and/or those with a suppressed immune
system and comorbidities such as cardiovas-
cular diseases, diabetes and chronic respira-
tory insufficiency are particularly vulnerable
to a severe course of COVID-19.

Patients with cancer often need to leave
their homes and visit the hospital for cancer
treatment, check-ups and the management of
cancerrelated or treatmentrelated compli-
cations.”™ Often, they also require home
assistance from palliative healthcare teams or
simply from their family members. Moreover,
patients with cancer are often in an immuno-
suppressed state because of the disease itself
or the cancer treatment. Finally, a majority of
patients with cancer are older than 60 years
which has been identified as a risk factor for
COVID-19 severe course by itself.

This has therefore led oncology societies
and national authorities to issue guidelines on
cancer care during the COVID-19 pandemic.
While oncologists are accustomed to dealing
with infections in cancer, the problem with
COVID-19is thatthereisno specific treatment.
On one hand, patients with cancer might be
at high risk of having severe complications
during potential COVID-19 infection, but on
the other hand, patients might be at high risk
of cancer progression and death if not appro-
priately treated. In that respect, oncologists
need to assess if a treatment plan should start
or should be delayed and if delayed for how
long. Without scientific evidence and with
the pandemic evolving rapidly in many parts
of the world, it is challenging to write robust
evidenced-based guidelines. Nevertheless,
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European Society for Medical Oncology (ESMO) as well
as other cancer organisations tried to summarise recom-
mendations for cancer patients’ management in the
COVID-19 era based on expert opinions.

Based on the UNESCO working definition, the precau-
tionary principle dictates that ‘when human activities may
lead to morally unacceptable harm that is scientifically
plausible but uncertain, actions shall be taken to avoid
or diminish that harm’.” This principle can be applied
to treatment recommendations for patients with cancer
during the pandemic.

The current work aligns in parallel to WHO recom-
mendations'’ and summarises the expert recommenda-
tions for cancer treatment management in the COVID-19
pandemic for patients with colorectal cancer (CRC).

Methodology for the selection of priority interventions

The present manuscript is the result of an international

panel of expert health providers in the management

of CRC and is proposed to guide healthcare profes-
sionals treating patients with CRC during the COVID-19
pandemic. The expert consensus-based recommenda-
tions are not intended to replace the current guide-
lines. In contrary, they are meant to guide clinicians to
set priorities and adapt CRC care during the COVID-19
pandemic, using a value-based framework. All the adapta-
tions and prioritisations have been discussed between the
experts via emails contact until consensus was reached.
In order to provide a framework for the medical commu-
nity to treat cancer during the COVID-19 pandemic, the

ESMO established a guidance for clinicians, defining

three levels of priorities regarding medical interventions,

namely: tier 1 (high priority intervention), 2 (medium
priority) and 3 (low priority)—informed by the Ontario

Health Cancer Care Ontario framework of resource-

prioritisation and by the ESMO Magnitude of Clinical

Benefit Scale, a public health tool intended to support

the uptake of medical interventions in oncology."' *

Overall, the prioritisation has been developed to incor-
porate both the information on the value-based prioritisa-
tion and clinical cogency of the interventions:

» Tier 1, high priority: patient condition is immedi-
ately life threatening, clinically unstable and/or the
magnitude of benefit qualifies the intervention as
high priority (eg, significant overall survival (OS)
gain and/or substantial improvement in quality of life
(Qol)).

» Tier 2, medium priority: patient situation is non-
critical but delay beyond 6 weeks could potentially
impact overall outcome and/or the magnitude of
benefit qualifies for intermediate priority.

» Tier 3, low priority: patient’s condition is stable
enough that services can be delayed for the duration
of the COVID-19 pandemic and/or the intervention
is non-priority based on the magnitude of benefit (eg,
no survival gain with no change nor reduced QoL).

The clinical guidance defined by ESMO must be inter-

preted in the broader context of healthcare response to

the pandemic, and always linked to the Global Norms
of WHO, the lead public health Agencies and health
technical governmental boards, for the definition of the
strategies for the preparedness and response on popula-
tions—including the interventions to ensure the safest
conditions for the health workforce, the proper provision
of personal protective equipment, the testing strategy for
healthcare personnel, patients and communities. Incon-
sistencies of clinical guidelines developed outside the
global strategy and not in coordination with the strategic
population policies of pandemic control will inevitably
harm communities, with the earliest impact being on the
most vulnerable patients—patients with cancer being first
among them."!

Reorganising the outpatient setting and visit priorities for
patients with CRC
In an era in which no validated active treatments or
vaccines against SARS-CoV-2 haven been approved yet
in the European community and beyond, it is clear that
the spread of SARS-CoV-2 may only be controlled by
reducing the exposure to the virus, thus keeping physical
distancing. Therefore, the care of patients with cancer,
who are at higher risk of infection and especially compli-
cations as compared with the overall population, need
to be reorganised at different levels by considering the
priorities as reported above. It is of utmost importance
that every single treatment decision is made by a multidis-
ciplinary team and shared with the patient. The patient
needs to be fully informed of all the risks and benefits
he/she can expect from any medical intervention in the
context of the current public health crisis. We, as health-
care providers, need to make sure that patients under-
stand the potential risks as much as possible and that the
decisions are made based on an informed consent. The
outpatient setting represents one of the places where the
risk of infection might be higher as compared with other
settings, simply because the number of accesses per day
is high and patients might not only come for treatment
but also for simple follow-up or controls of side effects. In
this respect, hospital visits should be reduced. For CRC,
patients considered as requiring high priority outpatient
visits are those with potentially unstable conditions such
as acute abdominal pain, intestinal occlusion, sympto-
matic ascites, complications after surgery/endoscopy or
radiological interventions, acute or chronic diarrhoea,
severe skin toxicity, new symptoms, clear clinical progres-
sion and deterioration (box 1). For specific conditions
resulting from treatment-related toxicities, such as febrile
neutropenia with adverse prognostic factors, a rapid clin-
ical intervention can make a difference in the prognosis
as well as optimise the treatment delivery plan, thus must
be included in the priorities.13

Medium priority patients are, for example, those
under treatment or who should start a treatment. In that
respect, it is now more than ever important to define the
best therapeutic option based on the tumour biology,
patients’ comorbidities, clinical benefit (OS vs reduction
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Box 1 Priorities for patients with colorectal cancer (CRC):

outpatient visit priorities

High priority

» Potentially unstable (acute abdominal pain, intestinal occlusion,
ascites, complications after surgery/endoscopy or radiological in-
terventions, diarrhoea, severe skin toxicity, new symptoms, clinical
progression).

» Symptomatic new patients (symptomatic ascites, intestinal occlu-
sion, chronic diarrhoea).

Medium priority

» Newly diagnosed asymptomatic patients, no prior surgery.

» Newly diagnosed asymptomatic patients after surgery for treatment
strategy planning in case of adjuvant and first-line treatment.

» Chemo/radiotherapy-related serious side effects.

» Established patients with new problems or symptoms from
treatment—convert as many visits as possible to telemedicine
appointments.

Low priority

» Second opinion.

» Secondary prevention of CRC; if possible, schedule blood tests and
imaging close to home and convert to telemedicine.

» Follow-up visit out of study.

» Restaging in metastatic setting when the goal is not to perform sur-
gery with curative intent on metastatic and primary lesions.

» Restaging in third-line and fourth-line treatment.

» Follow-up visit on maintenance treatment; if possible, schedule
blood tests and imaging close to home and convert to telemedicine.

of the symptoms) expected and the possibility to reduce
as much as possible the hospital visits to reduce the risk
of exposure to the virus. In that respect, quality of care
should be kept unchanged despite of the prioritised
interventions. This means that the treatment planning
of patients with CRC should always follow a multidisci-
plinary board discussion. While the format of such discus-
sion might change, like videoconferencing, the principle
of multidisciplinary care is not negotiable."*

Overall, triaging patients for fever and other COVID-19-
related symptoms is mandatory and an entry checkpoint
should be considered by all healthcare facilities. Patients
should avoid to visit the outpatient clinics in the presence
of family members unless strictly necessary.

Importantly, patients with fever should not be evaluated
in the outpatient clinic, but the initial evaluation should
be rather done in dedicated areas with low concentra-
tion of patients with cancer and oncology staff. In the
presence of fever, only after the exclusion of positivity to
COVID-19, patients should be transferred to the cancer
centre. Patients with mild symptoms testing positive for
COVID-19 should not access the cancer centre to avoid
contagious dissemination, while a delay of their therapy
should be discussed with the attending oncologist.
COVID-19 negative patients with fever but in stable condi-
tions could receive oral antibiotic treatment at home.
Telemedicine can help to monitor them and identify in
advance the group of patients who might require hospi-
talisation due to the development of complications.

Specifically, for patients with cancer receiving intrave-
nous treatment with 5-fluorouracil (5-FU) the switch to
oral capecitabine should be considered, independently
from the stage of the disease and the line of treatment.
For those patients who are receiving oral treatments (eg,
chemotherapeutics like capecitabine alone or trifluri-
dine/tipiracil (TAS-102) and biological agents such as
regorafenib) outpatient appointments can be replaced by
web technology contacts. While it is important to ensure
the patients about potential side effects and the contin-
uous contact with healthcare providers, it is in those cases
possible to avoid visits when not necessary. Additionally,
psychological support might be needed. On patients’
consent, psychological support might also be provided
on web-based platforms.

Finally, second opinion visits, follow-up, blood test
controls, staging in metastatic setting especially when no
curative surgery is planned and second prevention exam-
inations for CRC are all considered as non-urgent situa-
tions. For all those cases telemedicine is an option.

Priorities for imaging and radiological/endoscopic
interventions for CRC

All patients with CRC with signs or symptoms of intestinal
obstruction, bleeding, perforation, postsurgical compli-
cations and postinterventional procedures as well as bone
fractures due to metastasis should be promptly referred
to the treatment centre. The diagnosis of such complica-
tions and the start of a specific treatment should be desig-
nated as high priority (box 2).

Endoscopic interventions meant to obtain a histo-
pathological diagnosis of CRC are of utmost importance
since they can have an immediate impact on the ther-
apeutic approach. Therefore, both endoscopic inter-
ventions meant to make diagnosis of CRC and imaging
meant for CRC staging represents a medium priority. For
patients with a symptomatic progression or symptomatic

Box 2 Priorities for colorectal cancer (CRC): imaging and

radiological/endoscopic interventions

High priority

» Radiological confirmation of intestinal occlusion, bleeding, perfora-
tion, postsurgical complications and postinterventional procedures.

» Radiological confirmations of bone fractures due to metastasis.

Medium priority

» Diagnostic imaging/endoscopy for clinically suspected CRC (clinical,
biomarkers, family history).

» Diagnostic imaging/endoscopy for high-risk categories (familial
cases of CRC, serrated polyps).

Low priority

» Secondary prevention of CRC, prefer to perform occult test; if pos-
sible, schedule blood tests and imaging close to home and convert
to telemedicine.

» Follow-up visit out of study.

» Restaging in metastatic setting when the goal is not to perform sur-
gery with curative intent on metastatic and primary lesions.

» Restaging in third-line and fourth-line treatment.

Vecchione L, et al. ESMO Open 2020;5:e000826. doi:10.1136/esmoopen-2020-000826



relapse both endoscopy and imaging are included in the
set of inevitable health services. In those cases, a prompt
intervention might be life-saving or improve the QOL
of patients, thus making worth the admission into the
hospital. Despite of the ample variety of clinical presenta-
tions, some disease recurrence patterns are more prone
to radical approaches from which long-lasting disease-
free intervals can be expected. For example, patients with
CRC experiencing locoregional disease recurrence or
single relapse in the liver or lungs can still be treated with
radical intention—with a combination of locoregional
treatment, either surgery or radiation therapy, or comple-
mentary treatments such as neoadjuvant chemotherapy
followed by surgery. In this setting, it is essential to make
the appropriate diagnosis and stage and discuss the indi-
vidual case in an experienced multidisciplinary board.
Every decision needs to be shared with the patients, by
highlighting the impact of such decisions on survival and
QOL.

On the contrary, during the pandemic, restaging of
metastatic patients with CRC, especially those patients
under late lines of treatment or those for whom the like-
lihood of receiving a curative surgery is limited, may be
postponed by few weeks or months most probably without
a harm. A proper risk-benefit estimation may lead to the
decision to postpone rather than push in-house examina-
tions. Similarly, secondary prevention may be delayed,
if necessary. In particular, blood occult test in faeces as
well as imaging might be performed close to home and
consultation and communications of the results might be
performed using telemedicine. Follow-up of early CRC,
especially outside of clinical studies, may also be delayed
unless suspicion of relapse requires prompt intervention.

Priorities for CRC surgery

Surgery is a therapeutic approach with major benefits in
terms of cancer survival, especially for early-stage patients
with CRC. It also represents the only possible therapeutic
option of some complications due to CRC progression or
endoscopic interventions. Cancer biology, clinical pres-
entation pattern, patients’ condition and preferences
need to be taken into account to define the priority
setting of surgery for patients with CRC(box 3).

The clinical need for intervention is dictated by the risk
for serious cancerrelated or intervention-related compli-
cations. Bowel obstruction, perforation, peritonitis,
massive gastrointestinal bleeding, which can be either
cancer or intervention related, represent high priorities
for surgical intervention. Same is true for post-surgical
(such as anastomotic leak) and postcolonoscopy (such
as perforation, bleeding) complications as well as spinal
cord compression or fractures due to bone metastases.

Primary surgery of early stage CRC should not be post-
poned for more than 6 weeks. This is due to the risk of
bowel occlusion, perforation, bleeding as well as cancer
progression. The administration of neoadjuvant treat-
ment for early stage colon cancer, although of potential

benefit for small groups of patients,15 16 is not a validated

Box 3 Priorities for colorectal cancer (CRC): surgical oncology

High Priority

» Radiologically confirmed intestinal occlusion in newly diagnosed
patients.

» Bowel perforation, peritonitis.

» Massive gastrointestinal bleeding.

» Postsurgical complications (perforation, anastomotic leak).

» Postcolonoscopy complications (perforation, bleeding).

» Postinterventional procedure such as liver and lung biopsies (perfo-

ration, organ damage, peritonitis, abscess, massive bleeding).

» Bone fractures with spinal cord compression due to metastasis.

Medium priority

» Clinical stage |, Il and Il colon cancer.

» Clinical stage | rectal cancer.

» Clinical stage Il-lll rectal cancer after neoadjuvant treatment.

» Resection of metastasis in oligometastatic patients with curative
intent as front line or after neoadjuvant treatment.

Low priority

» Early stage rectal cancer after complete radiological response fol-
lowing radiotherapy (watch-and-wait strategy).

» Prophylactic surgery—for familiar cases of CRC.

» Biopsy of metastatic lesions for molecular analysis for late-line
treatments. Start last-line options and wait until the end of the
COVID-19 pandemic for such evaluation. When possible, use liquid
biopsies for such analyses rather than biopsies.

and currently recommended approach in CRC treatment
guidelines. Stage II and III patients with rectal caner
completing neoadjuvant treatment should receive cura-
tive surgery with no major delays. Nevertheless, for those
cases in which this is impossible in terms of critical health-
care resources, adding another cycle of neoadjuvant
therapy in those patients responding well to therapy may
‘protect’ the patient from the postponement of surgery
and might be appropriate. In contrast, for patients who
are not responding to treatment, surgery should be
performed as soon as possible, since the risk of losing the
chance of getting a curative treatment might be higher
than the risk of being infected. Delays of surgical proce-
dures might induce psychological distress. Therefore,
psychological support via telemedicine may be offered.
Reconstructive procedures could be postponed since
they do not represent a clinical contingency. Also a
watch and wait approach might be considered for early
stage rectal tumour that obtain a complete radiolog-
ical response after neoadjuvant treatment. Prophylactic
surgery for hereditary CRC (such as Lynch syndrome,
familial adenomatous polyposis) as well as biopsies of
metastatic lesions for molecular analysis for precision
medicine in late lines of treatment might be postponed
and performed at the end of the COVID-19 pandemic.
For the latest, the use of liquid biopsy might be consid-
ered. Finally, as discussed above, patients experiencing
single organ and lesions relapses (liver only, lung only,
CRC only) should be discussed in a multidisciplinary team
to define the benefit of offering an immediate radical
surgery excision with benefit in terms of OS and QOL
(no side effects or complications form chemotherapy)
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Box 4 Priorities for colon cancer: medical oncology—early

colon cancer

High priority

» Severe complications due to the treatment (surgery, radiation, che-
motherapy) that require hospitalisation. Avoid outpatient visit ap-
pointments and plan with the medical staff, after triage, admission
to the ward.

Medium priority

» Adjuvant treatment for high-risk stage Il patients.

» For stage Il patients, molecular testing for microsatellite instability
and dihydropyrimidine dehydrogenase are suggested for treatment
decisions.

» Adjuvant treatment for low-risk and high-risk stage lll patients.
Consider applying capecitabine in combination with oxaliplatin in
place of infusional 5-fluorouracil. Moreover consider, based on the
International Duration Evaluation of Adjuvant Therapy trial recom-
mendations and based on oxaliplatin-related side effects, adminis-
tration of treatment for 3 instead of 6 months.

Low priority

» Weekly blood tests unless clinical conditions and symptoms require
them.

» Radiological evaluation by considering the patients risk/benefit ratio.

versus postponing surgery after a neoadjuvant systemic
treatment.

As usual, the discussion about surgical indications must
be individualised. Nevertheless, in the context of the
COVID-19 pandemic, all decisions need to be properly
explained and shared with the patients, assessing the pref-
erence and expectations while informing on the threats
and advantages of the adapted treatment plans.

Priorities for early stage colon and rectal cancer

Chemotherapy has shown to improve the OS of early-
stage patients with CRC. While for colon cancer the use
of neoadjuvant treatment is not recognised as a standard
of care,” '° for stage II and III rectal cancer neoadju-
vant chemoradiotherapy represents a standard of care.
Because adjuvant and neoadjuvant treatment have an
impact on survival rates, the start of the treatment should

Box 5 Priorities for rectal cancer: medical oncology—early

rectal cancer

High priority

» Severe complications due to the treatment (surgery, radiation, che-
motherapy) that require hospitalisation. Avoid outpatient visit ap-
pointments and plan with the medical staff, after triage, admission
to the ward.

Medium priority

» Neoadjuvant/adjuvant treatment for stage Il and Ill patients.

» Continuation of a treatment in the context of a clinical trial.

Low priority

» Weekly blood tests unless clinical conditions and symptoms require
them.

» Radiological evaluation by considering the patient’s risk/benefit
ratio.

not be postponed more than 6 weeks and the intervals
between cycles should not be prolonged (box 4 and
box 5).

To accomplish good treatment outcomes, medical
oncology services need to assure the continuum of care
and guarantee punctual monitoring of potential adverse
effects during the COVID-19 pandemic. To keep the
safest possible conditions, telemedicine systems need to
be improved.

Patient experiencing severe complications not only
derived from the administration of chemotherapy but
also from surgery and or radiation therapy should be
considered as high priority and admitted to the hospital
after triage, avoiding unnecessary visits and waiting times
in the outpatient setting.

The systemic treatment of early stage colon and rectal
cancer has not changed substantially over the last years.
Despite the fact that only two drugs, oxaliplatin and 5-FU,
are in use for the treatment of early CRC patients, some
few recommendations might be highlighted in the era of
the COVID-19 pandemic.

For stage II microsatellite instability—high (MSI-H)
CRC patients, it has been shown that the benefit derived
from a 5-FU based adjuvant treatment is limited or may
be detrimental. Therefore, MSI testing should be recom-
mended to avoid ineffective administration of therapy,
potential side effects and unnecessary exposure to the
risk of COVID-19. Moreover, for stage II microsatellite
stable high risk and stage III colon cancer, as well as stage
II and III patients with rectal cancer, the use of capecit-
abine instead of 5-FU should be considered as a valid
option, by keeping the benefit related to the treatment
but reducing the necessary appointments and the risk of
COVID-19. Based on the work of Henricks et al,17 to avoid
harmful toxicity related to the administration of capecit-
abine, testing for dihydropyrimidine dehydrogenase defi-
ciency is recommended.

For low-risk stage III patients with colon cancer 3
months of adjuvant treatment, especially with the combi-
nation of capecitabine and oxaliplatin, should be consid-
ered as non-inferior to 6 months. This implies that during
the COVID-19 pandemic we might rethink of the dura-
tion of the adjuvant treatment for stage III patients with
colon cancer in general and use a patient risk and clin-
ical conditions-adapted strategy to define the duration
of the treatment, by taking advantage from the evidence
produced by the International Duration Evaluation of
Adjuvant Therapy collaboration.'®

For both early-stage colon and rectal cancer treatment
in the context of a clinical trial should be continued and
considered as medium priority.

Weekly blood tests should be performed near to home
whenever possible and the results as well as other potential
side effects that might impact on the administration of the
next cycle of treatment or require hospitalisation should
to be communicated with telemedicine. Radiological
evaluation during adjuvant treatment of both colon and
rectal cancer is not generally performed. Nevertheless,

Vecchione L, et al. ESMO Open 2020;5:e000826. doi:10.1136/esmoopen-2020-000826

5



Box 6 Priorities for colon cancer: medical oncology—

Open access

advanced colorectal cancer (CRC)

High priority

» Severe complications due to the treatment (surgery, radiation, che-
motherapy) that require hospitalisation. Avoid outpatient visit ap-
pointments and plan with the medical staff, after triage, admission
to the ward.

Medium priority

» First-line treatment for patients with performance status (PS) 0-2
(Eastern Co-operative Oncology Group (ECOG) scale) with the goal
of reducing the symptom.

» First-line treatment for patients with PS 0-2 (ECOG scale) with the
goal of reducing the tumour bulk and performing curative surgery.

» First-line treatment for patients with PS 0-2 (ECOG scale) who
quickly relapsed after adjuvant treatment.

» Second-line treatment for patients with PS 0-2 (ECOG scale) after
short PS 1.

» Second-line treatment with immunotherapy for MSI-H mCRC
patients.

» Continuation of treatment in the context of a clinical trial.

Low priority

» Delay all treatments with modest benefit expected, maintenance
therapy and treatments in patients with low disease burden and
slow progression.

» Delay all treatment including first line for patients with PS 3 and
heavy comorbidities.

» Delay all treatments for those patients who had severe complica-
tions also during the adjuvant therapy.

» Delay all treatment for symptomatic slowly growing recurrent
disease.

for patients with suspected symptoms of early relapse,
radiological assessments should be performed in short
time by considering that the risk of progression of disease
and delay of potential curative treatment might be higher
than the risk of COVID-19.

For stage II and III patients with rectal cancer, radiolog-
ical assessment meant to evaluate the response to treat-
ment and define the next step of treatment, should not
be delayed.

Finally, even if the drugs used for the adjuvant and
neoadjuvant treatment of CRC do not commonly induce
neutropenia and febrile neutropenia, patients should be
monitored for such complications.

Priorities for metastatic CRC
High priority should be considered for those patients with
treatmentrelated complications and for patients expe-
riencing cancerrelated treatment organ dysfunctions,
namely patients in visceral crisis (box 6). For all the cases
who do not represent a medical emergency, the priority
should be defined based on the impact that the treatment
will have on the QOL of the patients (reduction of cancer
related-symptoms and or complications) and on survival.
In particular, patients in good clinical condition, for
which the start of a first-line treatment can reduce the
tumour bulk and lead to a radical curative surgery or
reduce cancerrelated symptoms or complications (such

3

as pain, dyspnoea, kidney failure due to compression) are
considered as medium priority. Therefore, the treatment
should start within 6 weeks from the diagnosis. Same is
true for patients who rapidly relapsed either quickly after
adjuvant treatment, patients who did not benefit from
first-line treatment (eg, with a short PS1)) and those with
MSI-H tumours that could benefit from immunotherapy.
The kind of treatment needs to be defined according to
the biology of the tumour as it is recommended in the
national and international guidelines for the treatment
of metastatic CRC (mCRC). In particular, decision from a
multidisciplinary team should be applied.

Treatment should be applied in the outpatient setting
whenever the clinical conditions permit it. Capecitabine
can replace the use of 5-FU. Cetuximab should be consid-
ered for a 2-week administration rather weekly administra-
tion. Alternatively, panitumumab can be prescribed. For
patients at risk of neutropenia and febrile neutropenia,
the use of granulocyte growth factors may be considered.

Patients whose treatment in the metastatic setting has
a limited effect on survival, patients whose tumours prog-
ress slowly or patients under maintenance treatment are
considered as low priority. For those patients a 3-weekly
administration could be considered without affecting
the progression of the disease. Finally, for those patients
under third or fourth-line treatment with regorafenib
or Tas-102, telemedicine weekly controls for side effects
and drug dose adjustment are recommended. Blood tests
for both medium and high priority patients should be
performed near home and communicated by using tele-
medicine. For patients with bone metastasis who require
the administration of intravenous bisphosphonates, treat-
ment should be administered with a long interval, for
examples each 3 months. Finally, for molecularly defined
poor prognosis patients (v-Raf murine sarcoma viral onco-
gene homolog B V60OE (BRAFV600E), rat sarcoma virus
mutated) the continuation of a treatment in the frame of
clinical trials is recommended.

Priorities for CRC radiation oncology

Apart from rectal cancer, where radiotherapy alone or
in combination with chemotherapy represents the gold
standard of treatment in the early setting, the indications
for radiation therapy in CRC are limited. Immediate radi-
ation therapy should be initiated in patients with acute
spinal cord compression, symptomatic brain metastases
not improving with steroidal medication and any urgent
irradiation with an expected impact on survival or a
modifying effect on the risk of disabling sequelae and/
or QOL, such as compression with organ failure, pain,
bleeding, fractures (box 7). The optimisation of locore-
gional control and the improvement of survival define
the priority of the interventions in radiation therapy
as both neoadjuvant and adjuvant treatment of stage II
and III rectal cancer are considered as medium priority.
Same is true for those patients with oligometastatic
disease for whom curative surgery or a systemic treatment
might not be applied. In those cases selective internal
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Box 7 Priorities for colorectal cancer (CRC): radiation

oncology

High priority

» Severe complications due to the disease progression (compression
with organ failure, bleeding, pain, fractures, mediastinal mass with
symptoms of compression, symptomatic brain metastases). Avoid
outpatient visit appointments and plan with the medical staff, after
triage, admission to the ward.

Medium priority

» Neoadjuvant/adjuvant treatment for stage II/Ill rectal cancer.

» Selective internal radiation therapy for patients with oligometastatic
disease for which systemic treatment is contraindicated.

Low priority

» Delay all treatments with modest benefit expected, for symptomatic
slowly growing recurrent disease and for patients with low disease
burden and slow progression.

radiation therapy on liver metastasis or stereotactic radi-
ation therapy of single lung metastasis should be consid-
ered as medium priority, thus not delayed.

Moreover, to reduce the admissions to the institutions
without harming the effect of radiation therapy, short
course radiotherapy (5x5)+capecitabine instead of long
course radiotherapy should be preferred if clinically
indicated. Finally, all cases in which radiation therapy
might give a modest benefit, such as for symptomatic
slowly growing recurrent disease and for patients with low
disease burden and slow progression, are considered as
low priority.

CONCLUSIONS

COVID-19 has posed an unprecedented challenge to
healthcare systems. Since patients with cancer are at
higher risk of developing the disease and its complica-
tions, the current pandemic has also challenged oncol-
ogists. In very short time, oncologists have needed to
reorganise cancer care in order to dramatically reduce
hospital visits, admissions and therapy-induced immune-
related complications but without compromising cancer
outcomes. Without robust scientific evidence, oncolo-
gists have needed to redefined priorities for the manage-
ment of cancer treatment in the COVID-19 era. All the
impactful decisions made and published based on expert
opinions are not meant to substitute the current clinical
guidelines. In that respect, we, with the current work, as
well as other collaborators and experts in the field, have
tried to summarise practical recommendations for cancer
treatment management during COVID-19.

The degree of spread of COVID-19 is different across
countries, as the way how countries are reacting to the
pandemic due to economic, political as well as health-
care system differences vary. Indeed, WHO has defined
different response plans, according to the disease spread
in single countries. Those differences should also inform
the prioritisation of interventions in oncology. A very
good example of how European cancer centres have

organised their healthcare systems at an unprecedented
scale has been recently reported by van de Haar et al’?

Therefore, the current recommendations for CRC
management during the COVID era need to be inter-
preted and adapted within the national and regional
dispositions based on the ability of the own health system
to reorganise and reshape existing models.

Moreover, the above summarised clinical guidance
for CRC management is intended to suggest and not
substitute local, national and international guidelines
and guide the development of action plans to main-
tain a quality cancer service. Useful information can
be found at https://www.esmo.org/guidelines/cancer-
patient-management-during-the-covid-19-pandemic/
breast-cancer-in-the-covid-19-era

Finally, several other societies have issued some guid-
ance for cancer care as well as for the management of
clinical trials during the COVID-19 pandemic. In partic-
ular, further guidance for CRC can be found at
» https://www.facs.org/covid-19/ clinical-guidance/

elective-case/colorectal-cancer
» https://www. essoweb. org/ news/
esso-statement-covid-19/
» https://www.asco.org/asco-coronavirus-information
https://www. astro.org/ Daily-Practice/
COVID-19-Recommendations-and-Information
https://www.fda.gov/media/136238/download
https://ec.europa.eu/health/sites/health/files/
files/ eudralex/vol-10/guidanceclinicaltrials_
covid19_en.pdf
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